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Fig. 1. Growth of the primary degradant in the test formulation and in the
reference drug product under accelerated stability conditions (40 °C/75% RH).
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Fig. 2. Effect of the packaging on the growth of the primary degradant

Reference drug product in the generic packaging and in its original packaging at
40 °C/75% RI1. Note: Brand lot is different from the lot referenced in Fig. 1.
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Fig. 3. Change of water content of the tablets under accelerated

conditions (40 °C/75% RH).
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Fig. 4. Growth of the primary degradant in generic formulation #1 (excipient
with silicon dioxide) and #2 (excipient without silicon dioxide) at 60 °C (closed
container, ambient humidity).
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Potential impurities from the synthesis of Compound A

Potential Impurity ~ Potential Source  Potential Impunty  Potential Source
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Table 2
Results from spiking studies of the undesired enantiomer into the reaction
process
%Undesired %Undesired %Racemization %Undesired
enantiomer enantiomer in (A% undesired ehantiomer
spiked into product before enantiomer from in final
process crystallization process) product
1.06 2.19 113 0.11
3.06 4.12 1.06 0.18
4.06 5.03 0.97 0.20

[ 5.05 6.12 1.07 0.38 |
7.05 8.07 1.02 1.69

Undesired enantiomer is removed to levels below 0.5% despite undesired
enantiomer levels up to 6% prior to crystallization.
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Fig. 1. Dissolution study for the development of terfenadine tablets. USP XXII dissolution with paddles at 50 rpm in 900 ml pH 1.4 HCL

.
-

.

BRI

¢ Terfenadine2 —Fp A1),
Ity L.

Sl )=cp A
=R
e Ploymorph I111: RABESESRE, TR

NEAREES =& i,

Ploymorph I.

—

e Ploymorph I: g, Bamzes, mRE

e Ploymorph II:

* M LGFAENDNI.

R
o RARTIBEAFR,

1189REY), AFEANIRE,
BERME, 0.01mg/mL (K) .

0. 12mg/ml (0. IMEAER) ,

IkBOREFEEE TS .

{5

{BIRUT

https://mp.weixin.qg.com/s?__biz=MzI50DISNDE20A==&mid=2247491911&idx=1&sn=d3b1a66f237d7e09f32b698990d7698c&chksm=ecaaaf...

11/14



2017/12/29

5 2T PR DL R ) S 45 23

.

ERDIA
o FEARTT I S0, ECETUKIE BRI AORIREE, Wi
i,

e fE15minil, PMEAHMIES0RILFE R EH BT S,

i __.r;',ijT:':,—l—_.jl [ ;"'=:;

J EUFFSNEE

.
-~

.

* Bml: EEMANTAEEZEE, REFRHTSEUZR, 85X

- BR2: MTFHHBHE, SASREPINSE, REREN, T8

» Bm3: SRUFNEVARE. BEN. BHESS (FNICH Q6) .

 Bmd: SRUBZFVRE. FE. BEMRMATREM. APIS LZN

* Bm5: YEBRER —TMEXBNZY, FEHBHBANERTEHE,

P

;%’@J 34'(_:\,[:] [i) )E /J_\

AABZE, WXRD, DSCA. IRA. mpiss, RIIRDBHRAPINLLR.

BE, £~ [ 7. BFEENEE. XEAAEREMEP NHTIAE, &
T NEIER BIRR,

e SRR ERE T HBRGEL

NEEFRIBESH.

’/._- 255 "N JJ-/

https://mp.weixin.qg.com/s?__biz=MzI50DISNDE20A==&mid=2247491911&idx=1&sn=d3b1a66f237d7e09f32b698990d7698c&chksm=ecaaaf... 12/14



2017/12/29

5 2T PR DL R ) S 45 23

-

LRI REIDSCERER

Table 2

DSC survey of spironolactone

Sample Lok (*C) AH (J/g)
1 208.7 48.5

2 208.7 52.5

3 208.7 52.7

4 208.3 498

5 208.7 513

6 209.0 SLS

7 208.6 522

8 2093 504

9 208.7 519

10 208.7 522
Mean (R.S.D.) 208.7 (0.1%) 51.3 (2.6%)
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